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1 CLAIMS 

2 

3 1 Use of a peptide factor derived from amino acid 

4 residues 33 to 42 of murine epidermal growth or a 

5 synthetic equivalent thereof in the preparation of a 

6 medicament to target laminin receptors. 
7 

8 2 A peptide factor derived from amino acid residues 33 

9 to 42 of murine epidermal growth factor peptide or a 

10 synthetic equivalent thereof wherein the peptide 

11 factor is modified to protect it from proteolytic 

12 degradation and the peptide binds to laminin 

13 receptors. 
14 

15 3 a peptide factor as claimed in claim 2 wherein the 

16 modifications consist of at least one modification 

17 chosen from the group comprising; substitution of 

18 tyrosine by tyrosine analogues, substitution of 

19 arginine by arginine analogues, capping the N 

20 terminal of the peptide capping the C terminal of the 

21 peptide and capping thiol groups of cysteines. 
22 

23 4 A peptide as claimed in claim 2 or claim 3 wherein 

24 the peptide has the sequence. 
25 

26 Acetyl-C- [S-Acm] -VIGYSGDR-C- [S-Acm]NH 2 
27 

28 5 A peptide as claimed in claim 3 wherein tyrosine is 

29 substituted by Tic-OH. 
30 

31 6 A peptide as claimed in claim 3 wherein arginine is 

32 substituted by Citrulline. 
33 

34 7 Use of a peptide factor as claimed in claim 1 in the 

35 preparation of a medicament to bind laminin receptors 
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1 as an antagonise . 

2 

3 8 Use of a peptide factor as claimed in claim 1 in the 

4 preparation of a medicament to bind laminin receptors 

5 as an agonist . 
6 

7 9 Use as claimed in claim 8 in the preparation of a 

8 medicament for healing endothelial cell wounding, 
9 

10 10 Use as claimed in claim 8 or 9 for the treatment of 

11 retinopathy of immaturity. 
12 
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I. Basis of th report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 

Description, pages: 

1 -27 as originally filed 

Claims, No.: 

1 -8 as received on 1 6/06/2000 with letter of 1 6/06/2000 

Drawings, sheets: 

1/1 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

4. Additional observations, if necessary: 
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1. Statement 



Novelty (N) 


Yes: 


Claims 


1-8 




No: 


Claims 




Inventive step (IS) 


Yes: 


Claims 


3, 4, 6-8 




No: 


Claims 


1, 2, 5 


Industrial applicability (IA) 


Yes: 


Claims 


1-8 




No: 


Claims 





2. Citations and explanations 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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1. Reasoned statement 

1.1. The present application describes peptide factors derived from mEGF 33 . 42 , and the 
use of certain peptide factors in medical treatment. 

1.2. Novelty (Art. 33(2) PCT) 

The subject matter of claims 1 to 8 is novel as none of the cited items of prior art 
describes mEGF 33 _ 42 derived peptides having either Tyr or Arg analogs. 

1 .3. Inventive step (Art. 33(3) PCT) 

The closest prior art, Nelson et al., 1996, describes binding of mEGF 33 . 42 as a 
laminin antagonist to the 67kD laminin receptor. The peptide is said to have 
antimetastatic potential and the position of Y5 and R9 are said to be important for 
receptor binding. In light of this document, the technical problem underlying the 
preseni application is identified as the provision of mEGF 33 _ 42 analogs. The 
solution to this problem are analogs protected from proteolytic degradation and 
having at least Y5 substituted by tyrosine analogs and/or R9 substituted by 
arginine analogs. 

The gist ot tne application uunue.i.s mGunicstior. cf the Y5 and R9 side^ms 
which results in unexpected effects, i.e. the respective analogs show improved 
binding properties or in case of substituting TicOH for Y even a reversal from 
antagonist to agonist (cf. e.g. p. 25 of the description). Thus, claims 3 and 4 are 
considered to involve an inventive step. 

However, claims 1 and 2 comprise not only modifications of the side chains at 
positions 5 and 9 but also modifications of the peptide bonds (cf. p. 6, paragraph 
3, of the description). Modifying the peptide bonds in order to render the analogs 
protease resistant is considered to be within easy reach of the person of skill, not 
requiring inventive step. The selection of positions 5 and 9 for such modifications 
is, in the absence of a demonstrated unexpected effect, considered to be arbitrary 
and hence not involving an inventive step. Likewise, modification of the N- and C- 
terminus does not add the required inventive element. Such compounds would 
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also find use as laminin antagonists. Therefore, claims 1, 2 and 5 lack inventive 
step. 

2. Certain observations 

2.1. A characterizing feature of claim 1 is "protection from proteolytic degradation". 
Yet, the application does not provide any information on how this parameter is 
assessed. There may be several procedures in the art leading to different results. 
As a consequence, the person of skill cannot be sure about the meaning of the 
term and ultimately the scope of the claim. 
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3 1 A peptide factor derived from amino acid residues 33 

4 to 42 of murine epidermal growth factor peptide or a 

5 synthetic equivalent thereof wherein the peptide 

6 factor is modified to protect it from proteolytic 

7 degradation and the peptide binds to laminin 

8 receptors wherein the modifications consist of at 

9 least one modification chosen from the group 

10 comprising; substitution of tyrosine by tyrosine 

11 analogues and substitution of arginine by arginine 

12 analogues , 
13 

14 2 A peptide as claimed in Claim 1 wherein the 

15 peptide is further modified by ac least one 
IS modification chosen from the group comprising 

17 capping the N terminal of the peptide, capping 

18 the C terminal of the peptide and capping thiol 

19 groups of cysteines* 
20 

21 3 A peptide as claimed in claims 1 or 2 wherein 

22 tyrosine is substituted by Tic-OH. 
23 

24 4 A peptide as claimed in claims 1, 2 or 3 wherein 

25 arginine is substituted by Ci trull ins. 
26 

27 5 Use of a peptide factor as claimed in any of the 

28 preceding claims in the preparation of a medicament 

29 to bind laminin receptors as an antagonist. 
30 

31 6 Use of a peptide factor as claimed in any of the 

32 preceding claims in the preparation of a medicament 

33 to bind laminin receptors as an agonist. 
34 

35 7 Use as claimed in claim 6 in the preparation of a 

36 medicament for healing endothelial cell wounding. 
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1 . Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

| | the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1 (b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 

| | contained in the international application in written form. 

filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 



□ 
ffl 



2. 
3. 



□ 
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the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

tb^ statement that the information recorded in comDuter readable form is identical to the written sequence listing has been 
furnished 

Certain claims were found unsearchable (See Box I). 
Unity of invention is lacking (see Box II). 



4. With regard to the title, 

| | the text is approved as submitted by the applicant. 

|X| the text has been established by this Authority to read as follows: 

PEPTIDE FRAGMENTS OF MURINE EPIDERMAL GROWTH FACTOR AS LAMININ RECEPTOR 
TARGETS 



With regard to the abstract, 

[X] the text is approved as submitted by the applicant. 

I I the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant may, 
1 — 1 within one month from the date of mailing of this international search report, submit comments to this Authority. 

The figure of the drawings to be published with the abstract is Figure No. 



I | as suggested by the applicant. [X] None of the figures. 

| | because the applicant failed to suggest a figure. 

| | because this figure better characterizes the invention. 
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(54) Me: PEPTIDE FRAGMENTS OF MURINE EPIDERMAL GROWTH FACTOR AS LAMININ RECEPTOR TARGETS 
(57) Abstract 

The present invention provides the use of natural, synthetic or modified peptide factors derived from murine epidermal growth factor in 
the treatment of angiogenic diseases by targeting laminin receptors. The invention provides agonists and antagonists which may be modified 
to prevent proteolytic degradation. Use of the invention to treat retinopathy of prematurity and promote wound healing is envisaged. 
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